Hypotensive effects of the angiotensin II antagonist telmisartan in conscious chronically-instrumented transgenic rats.
The effects after oral administration of the angiotensin II antagonist telmisartan (CAS 144701-48-4, BIBR 227) on arterial blood pressure and heart rate of conscious chronically-instrumented TGR (mREN2)27 transgenic rats were studied. Each dose of telmisartan (0.5, 1 and 2 mg/kg) was given for one week via the drinking water to transgenic rats and cardiovascular parameters were monitored via telemetry. Losartan and captopril were given for comparison. Telmisartan dose-dependently decrease mean arterial blood pressure by -33 mmHg at 0.5 mg/kg/d, -57 mmHg at 1 mg/kg/d, and -72 mmHg at 2 mg/kg/d. Heart rate was lowered by -33 bpm at the lowest dose and -39 bpm at the highest dose of telmisartan. The reference compounds losartan and captopril given via the drinking water also lowered blood pressure in these transgenic rats. The decreases in mean arterial blood pressure amounted to -13 mmHg at 1 mg/kg/d, -22 mmHg at 2 mg/kg/d and -33 mmHg at 4 mg/kg/d losartan and -54 mmHg at 10 mg/kg/d captopril. In general, heart rates slightly decreased after oral administration of both compounds. These data show that telmisartan was an effective antihypertensive agent in these transgenic rats at oral doses of > or = 0.5 mg/kg/d. The compound was more potent than losartan in reducing mean arterial blood pressure in the TGR (mREN)27 transgenic rats.